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AMENDMENTS TO THE CLAIMS 

The following listing of claims will replace all prior versions, and listings, of claims in 
the application. 

Listing of claims : 

1 (currently amended)* A compound of Formula I 



or a pharmaceutical^ acceptable salt thereof, 
wherein: 

Rl is independently selected from: , 

C 5 or Co cycloalkyl-(Ci-C 8 alkylenyl); 

Substituted C 5 or C 6 cycloalkyl-(Ci-C 8 alkylenyl); 

Ca-CiobicycloalkyMCi-Q alkylenyl); 

Substituted Cg-Cio bicycloalkyl-(Ci-C 8 alkylenyl); 

5- or 6-membered heterocycloalkyl-(Ci-Cg alkylenyl); 

Substituted 5- or 6-membered heterocycloalkyHCi-Cg alkylenyl); 

8- to 10-membered heterobicycloalkyl-(Ci-C 8 alkylenyl); 

Substimted 8- to 10-membered heterobicycloalkyMCi-Cg alkylenyl); 

Phenyl-(C,-Cg alkylenyl); 

Substituted phcnyl-(Ci-C 8 alkylenyl); 

Naphthyl-(C,-C 8 alkylenyl); 

Substituted naphthyl-(Ci-C 8 alkylenyl); 

5- or 6-membered heteroaryl-{Ci-C 8 alkylenyl); 

Substimted 5- or 6-membered heteroaryHCi-Cs alkylenyl); 

8- to 10-membered heterobiaryl^d-Cg alkylenyl); 

Substituted 8- to 10-membered heterobiaryl-(CrC 8 alkylenyl); 
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Phenyl; 

Substituted phenyl; 
Naphthyl; 

Substituted naphthyl; 
5- or 6-membered heteroaryl; 
Substituted 5- or 6-membered heteroaryl;. 
8- to 10-membercd heterobiaryl; and 
Substituted 8- to 10-membered heterobiaryl; 
R 2 is independently selected from: 
H; 

Ci-Q alkyl; 

PhenyHCi-Cg alkylenyl); 
Substituted phcnyI-(Ci-C 8 alkylenyl); 
Naphthyl-(C r C 8 alkylenyl); 
Substituted naphthyl-(Ci-C s alkylenyl); 
5- or 6-membered heteroaryHd -C* alkylenyl); 
Substituted 5- or 6-membered heteroaryl-Cd-Cs alkylenyl); 
8- to 10-membered heterobiary)-(Ci-Cg alkylenyl); 
Substituted 8- to 10-membered heterobiaryl-(Ci-C 8 alkylenyl); 
Phenyl-0-(Ci-C* alkylenyl); 
Substituted phenyl-0-(Ci-C 8 alkylenyl); 
Phenyl-S-(Ci-C 8 alkylenyl); 
Substituted phenyl-S-(Ci-Cs alkylenyl); 
PhenyI-S(0)-(Ci-C 8 alkylenyl); 
Substituted phenyl-S(OXC r C 8 alkylenyl); 
Phenyl-S(0)2-(Ci-C8 alkylenyl); and 
Substituted phenyl-S(0>>-(C r C8 alkylenyl); 
Each substituted R 1 and R 2 group contains from 1 to 4 substituents, each 

independently on a carbon or nitrogen atom, independently selected from: 

C r Co alkyl; 

CN; 
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CF 3 ; 
HO; 

(Ci-Co alkyi)-0; 

(Ci-Qalkyl)-S(0)2; 

HfeN; 

(Ci-C 6 alkyl>N(H); 
(C-QjalkylVN; 

(Ci-C 6 alkyl)-C(0)0-(Ci-C8 alkylenyl) m ; 

(C a -C 6 alkyl>C(0)0-(l- to 8-membered heteroalkylenyl) m ; 

(Ci-C 6 alkyl>C(0)N(H)-(Ci-C 8 alkylenyl) m ; 

(Ci-Ce alkyl)-C(0)N(H)-(l- to 8-membered heteroalkylenyl) m ; 

H 2 NS(0) 2 -(Ct-C 8 alkylenyl); 

(Ci-C<> alkyl)-N(H)S(0)2-(Ci-C8 alkylenyl^; 

(C,-C 6 alkyl) 2 -NS(0)2-(Ci-C8 alkylenyl) m ; 

3- to 6-membered heterocycloalkyl-(G),„; 

Substituted 3- to 6-membered heterocycIoalkyl-(G) m ; 

5- or 6-membered heteroaryl-(G) m ; 

Substituted 5- or 6-membered heteroaryl-(G) m ; 
(C1-C0 alkyl^SCOk-NCHXXOMCi-Cs alkylenyl) ffl ; and 
(Ci-C 6 alkyl)-C(0)-N(H)-S(0)2-(Ci.C8 alkylenyl) m ; 

wherein each substituent on a carbon atom may further be 
independently selected from: 

Halo; and 

HO2C; 

wherein 2 substituents may be taken together with a carbon atom to which they 

are both bonded to form the group C=0; 
wherein two adjacent, substantially sp 2 carbon atoms may be taken together with 

a diradical substituent to form a cyclic diradical selected from: 
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X) 




X) 



V°\ 
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yo , 




x; 


X) 



R ; R ;and R 

RisHorCrQalkyl; 
G is CH 2 ; O, S, S(O); or S(0) 2 ; 
Each m is an integer of 0 or 1; 
R 3 and R 4 are independently selected from the groups: 
H; 

Ci-Ce alkyl; 
Substituted Cj-Q alkyl; 
C2-C6 alkenyl; 
Substituted C 2 -Gs aJkenyl; 
C2-C6 alkynyl; 
Substituted C^Cs alkynyl; 
C3-C6 cycloalkyl; 
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Substituted C 3 -C$ cycloalkyl; 
C 3 -C 6 cycloalkyl-(CrCg alkylenyl); 
Substituted C3-Q cycloaIkyl-(C]-C 8 alkylenyl); 
Phenyl; 

Substituted phenyl; 
PhenyHd-Cs alkylenyl); 
Substituted phenyl-(C r C 8 alkylenyl); 
Naphthyl; 

Substituted Naphthyl; 
Naphthyl-(C r C 8 alkylenyl); 
Substituted naphthyl-(Ci-C 8 alkylenyl); 

3- to 6-membered heterocycloalkyl; 

Substituted 3- to 6-membered heterocycloalkyl; 

3- to 6-membered heterocycloalkyl-(Ci-C 8 alkylenyl); 

Substituted 3- to 6-membered heterocycloalkyl-(Ci-C 8 alkylenyl) 

HO; 

(C.-QalkyD-O; 

HzN; 

(d-Qjalky^NCH); 
(d-C6 alkyDrN; 

Each substituted R 3 and R 4 group contains from 1 to 4 substituents, each 

independently on a carbon or nitrogen atom, independently selected from: 
H 2 N; 

C,-Qs alkyl; 

CN; 

CF 3 ; 

(Ci-Cs alkyl)-OC(O); 
HO; 

(CrCealkyO-O; 
HS ; and 
(Ci-C 6 alkyl)-S; 
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wherein each substituent on a carbon atom may further be 
independently selected from: 
Halo; and 

HO2C; 

wherein 2 substituents may be taken together with a carbon atom to which they 

are both bonded to form the group C~0; 
R 5 is H, C } -Ct alkyl, H 2 N, HO, or halo; 
n is an integer of from 0 to 3; 
Q is selected from: 

OCQ$R% 

N fP^r rr • 

SCCNR 6 )? 

trans (H)C-C(H); 

cio (H)C-C(H); 

OC; 

CH 2 OC; 

C^CCH 2 ; 

CF 2 (>C; and 

OCCF2; 
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R 6 is H, Ci-Ce alkyl, Ci-C* cycioalkyl; 3- to 6-membered heterocycloalkyl; 

phenyl; benzyl; or 5- or 6-membered heteroaryl; 
X is O, S, N(H), orNCd-Qs alkyl); 
Each V is independently C(H) or N; 
Y is C(=0), CH 2 ; or C(H)(R 7 )r€ff ^; O; S; S(Q); or S(Ok ; 
Each R 7 is independently Ci-Cg alkyl, H2N; HO; or halo; 
— means a bond which is optionally present or absent; 

W 1 is independently N-R*^ C(H)R 5 when — is absent, wherein R 5 is as defined 
above; 

W 1 is independently N-e* C-R 5 when — is a bond, wherein R 5 is as defined 
above; 

Each W 2 , W 3 , and W 4 is independently N or C-R 5 , wherein R 5 is as defined 
above; 

wherein at least 1 of W*V W 2 , W 3 , and W 4 is N and the other two of W 2 . W 3 , and 
W 4 isC-R s ; 

wherein each Cg-Cio bicycloalkyl is abicyclic carbocyclic ring that contains 8-, 9- 
, or 10-member carbon atoms which are 5,5-fused, 6,5-fused, or 6,6-fused 
bicyclic rings, respectively, and wherein the ring is saturated or optionally 
contains one carbon-<arbon double bond; 

wherein each 8- to 10-membered heterobicycloalkyl is a bicyclic ring that 

contains carbon atoms and from 1 to 4 heteroaioms independently selected 
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from 2 0, 1 S, 1 S(O), 1 S(0)2, 1 N, 4 N(H), and 4 N(C r C & alkyl), and 
wherein when two 0 atoms or one O atom and one S atom are present, the 
two O atoms or one O atom and one S atom are not bonded to each other, 
and wherein the ring is saturated or optionally contains one carbon-carbon 
or carbon-nitrogen double bond, and wherein the heterobicycloalkyl is a 
5,5-fused, 6,5-fused, or 6,6-fused bicyclic ring, respectively, 
wherein each heterocycloalkyl is a ring that contains carbon atoms and from 1 to 
4 heteroatoms independently selected from 2 0, 1 S, 1 S(0), 1 S(0) 2 , 1 N, 

4 N(H), and 4 N(C r C6 alkyl), and wherein when two O atoms or one O 
atom and one S atom are present, the two O atoms or one O atom and one 

5 atom are not bonded to each other, and wherein the ring is saturated or 
optionally contains one carbon-carbon or carbon-nitrogen double bond; 

wherein each 5-membered heteroaryl contains carbon atoms and from 1 to 4 
heteroatoms independently selected from 1 0, 1 S, 1 N(H), 1 N(Ci-Q> 
alkyl), and 4 N, and each 6-membered heteroaryl contains carbon atoms 
and 1 or 2 heteroatoms independently selected from N, N(H), and N(C r C 6 
alkyl), and 5- and 6-membered heteroaryl are monocyclic rings; 

wherein each heterobiaryl contains carbon atoms and from 1 to 4 heteroatoms 

independently selected from 1 0, 1 S 7 1 N(H), 1 N(C r C 6 alkyl), and 4 N, 
and where the 8-, 9-, and 10-membered heterobiaryl are 5,5-fused, 6,5- 
fused, and 6,6-fused bicyclic rings, respectively, and wherein at least 1 of 
the 2 fused rings of a bicyclic ring is aromatic, and wherein when the O 
and S atoms both are present, the O and S atoms are not bonded to each 
other; 

wherein with any (Ci-C 6 alkyl) 2 -N group, the Ci-Co alkyl groups may be 
optionally taken together with the nitrogen atom to which they are 
attached to form a 5- or 6-membered heterocycloalkyl; 

wherein each group and each substituent recited above is independently selected; 
and 

wherein the compound named 4-[l-oxo-7-(3-[l,2,3]triazoM-ylprop-l-ynyl>lH- 
isoquinolin-2-ylmethyllbenzoic acid is excluded. 
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2 (original). The compound according to Claim 1, or a pharmaceutical^ acceptable salt 

thereof, wherein Y is C(=0) or CH2. 

3 (canceled). 

4 (original). The compound according to Claim 1 , or a phannaceutically acceptable salt 

thereof, wherein Q is N(R 6 )C(0). 

5 (original). The compound according to Claim 1 , or a pharmaceutical^ acceptable salt 

thereof , wherein Q is C=C, CH 2 C^C, OCCH 2 , CF2OC, or C^CCF 2 * 

6 (original). The compound according to Claim 1, wherein W 3 or W 4 is N and Q is 

N(H)C(0). 

7 (currently amended). The compound according to any one of Claims 1 to 6 

. Claims L 2, or 4 to 6 inclusive , wherein R 1 and R 2 are independently selected 
from: 

5- or 6-membered hcteroaryl-(Ci-C 8 alkylenyl); 
Substituted 5- or 6-membered heteroaryl-(Ci-Cs alkylenyl); 
8- to lO-memberedheterobiaryHCj-Cs alkylenyl); 
Substituted 8- to 10-membered heteit>biaryl-(Ci-C 8 alkylenyl); 
Phenyl-(Ci-C 8 alkylenyl); and 
Substituted phenyl-(Ci-C 8 alkylenyl). 

8 (currently amended). The compound according to Claim 1, selected from: 

4-[l-Oxo-7-(3-phenyI-prop-l-ynyl)^^ acid 

tert-butyl ester; 
4-[l-Oxo-7-(3-phenyI-prop-l-yn^ 

acid; 



PAffi 1 1/22 1 RCVD AT 3/24/2095 8:39:24 AM [Eastern Standard Time] * SVR:U$PTQ-EFXRF-1/0 * DWS:87M306 1 CS1D: 1 DURATION (mm-ss) :05-08 



Mar-24-2005 08:38am Frora- 
10/634,289 



-11- 



T-548 P. 012/022 F 
PC25244A 



2<3,SOifluoro^-hydroxybenzyl)-7-[3-(4H-^ 

3-azaisoquinolin-l-one; 
7-(3-Phenyl-prop-l-ynyl)-2<4-triflw^ 

one; 

2- (3-Fluorobenzyl)-7-(3-phenyl-prop-l-^ 

4- [7-(3-Imi dazol- 1 -ylprop- 1 -ynyl)- 1 -oxo- lH-5~az aisoquinolin-2~ 

ylmethyl]benzoic acid tert-butyl ester, 
4-[7<3-Iraidtool-l-yIprop-l-ynyl)-l-oxo-lH-5-azaisoquinolin-2^ 

ylmethyl]benzoic acid; 

3- [l-Oxo-7-(3-phenyl-prop-l-y^ 

4- [ 1 -Oxo-7-(3-phenyl-prop- 1 -ynyl)- lH-6-azaisoquinolin-2- 

ylmethyl]benzenesulfonamide; 
4-[l-Oxo-7-(3-[l,2,3]triazol-l-yIp^ 

ylmethyl]benzoic acid tert-butyl ester, 
4-[l-Oxo-7~(341>23]triazol-l-y^ 

ylmethyl]benzoic acid; 
4-[l-Oxo-7K3-phenyl-prop-l-ynyl)-lH-8-^ 

methyl ester; and 

3-[l-Oxo-7-(3-phenyl-prop-l-ynyl)~lH-8^ acid 
methyl ester; 

2 (1 Fluorobonsyl) 7 3 phonylprop 1 ynyl 2H 3,5 diazaisoquinolin 1 on e ; 
?- (3 Ph e nylprop 1 ynyl) - 2 (3 trifluoromothylbonzyl) 2H 3,6 diazaisoquinolin 1 
one; 

2 (3 Chlorobonayl) 7 (3 phonylprop 1 ynyl) 2H 3,8 diazaisoquinolin 1 one; 
2 (3,1 Difluorobenzyl) 7 (3 phonylprop 1 ynyl) 211 5,8 diazaiooquinolin 1 ona; 

mm 

A [1 Oxo 7 - (3 [l,2,4ItriaEol 1 ylprop 1 ynyl) 1H 3,5, 8 triazaisoquinolin 2 

ylmethyl]b e nzoic acid tort butyl est e r; or 
a pharmaceutically acceptable salt thereof. 
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9 (original). A pharmaceutical composition, comprising a compound according to 

Claim 1 7 or a pharmaceutical^ acceptable salt thereof, admixed with a 
pharmaceutical!)^ acceptable carrier, excipient, or diluent. 

10 (currently amended). The pharmaceutical composition according to Claim 9, 
comprising a compound according to Claim 8 selected from: 

4-ri-Oxo-7-f3-phenvl-pro^ *cjd 

tert-butvl ester: 
441-Oxo-7-(3~T)henvI-prop-l^^ 

acid; 

2-r3.S-Dif1uoro^hvdroxvbenzv^ 

3-a2aisoq uinolin-l-one; 
7-(3-Phenvl-prop-l-vnvlV2^^ 

onei 

2- f3-FluorobenzvlV7-f3-phenvl-PK^ 
447.(3-1^1^^-1^^^1^ 

vlmethvllbenzoic acid tert-butvl esten 
4-r7-(3-Imidazol-l-vlprQp-l-vnvlVlK)xcKlH-5-azais 
vlmethvnbenzoic acid; 

3- fl-Oxo-7-(3-phenvl-prop-l-vnvl)-lH-6-ra^ 

4- ri-Oxo-7-(3-phenvl-prop-l-vnvn-lH-6-azaisoquinolin-2- 

ylmethyllbenzenesulfonamide: 
4-ri-Oxo-7-(3-fl.2.31mazol-l^ 

ylmethvllbenzoic acid tert-butvl ester; 
441^xo-7-(3-ri»2.31triazol-l^^ 

vlmethvnben2oic acid; 
4-ri-Oxo-7-(3-phenvl-pn>p-l-vnviyiH-8^^ acid 

methyl esten and 

3-ri-OxCH7^3-phenvl-prop-l-ynvlVlH^ *c\d 
methyl esten 
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or a pharmaceutical^ acceptable salt thereof, admixed with a pharmaceutical^ 
acceptable carrier, excipient, or diluent. 

11 (original). A method for treating osteoarthritis or iheumatoid arthritis, comprising 

administering to a patient suffering from osteoarthritis a nontoxic effective 
amount of a compound according to Claim 1, or a phannaceuticaUy acceptable 
salt thereof. 

12 (currently amended). The method according to Claim 1 1, wherein the compound 
administered is a compound according to Claim 8 selected from: 

441-Oxo-7-(3-phenvl-proi>l-vnvlM^ 
tert-butvl ester: 

4 = Il r Qxo£Z=g^ 
acid; 

2- f3.S-Difluoro^-hvdroxvbenzv]y7^ 

3-azaisoquinolin-l-one: 
7-(3-Phenvl-prop-l-vnvn-2-(^^ 
one; . 

243-HuoiobensvlV743-phenvI^r^ 
4-r7^3-ImidazoM-v^ 

vlmethvllbenzoic acid tert-butvl ester, 
4-f7-(3-Iimda2ol-l-vlpm 

vlmethvllbenzoic acid; 

3- fl-Oxo-7-<3-phenvl-prop-l-vnvlVlH-6-^ 

4- ri-Oxo-7-(3-phenvl-prop-l-vnvlVlH-6-azaisoouinolin-2- 

vlmethvl1ben2enesulfonamide: 
4-ri-Oxo-7-G41,231triazol-l-vlpro^^ 

vlmethvllbenzoic acid terc-butv) ester; 
441-Oxo-7-(3-rL231triazol-l-vlpro^ 

vlmethvllbenzoic acid: 
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4-ri^xo-7-(3-Phenvl-prop4-vnvlVlH-8-azaisoquinolin-2- vImethvl1benzoicacid 

methvl esten and 
q.ri-Oxo-7-(3-phenv1-prop-l-vnvlVlH-8-^ 
methyl ester, or 

a pharmaceutically acceptable salt thereof. 
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